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WHAT IS CLAIMED IS: 

A pharmaceutical composition for the prevention or treatment of pruritus comprising 
a ccJmpound of formula I or a pharmaceutically acceptable salt thereof 




(I) 



;-(CH2)m, where m = 
I(F)(CH2)2-; 
:H2-; 



wherein 

n = 1-3; 

Ri and R2 are independentlyf^ 
4-8, -CH2CH(OH)(CH2)2-; 
-(CH2)20(CH2)2-; or -(CH2)2CH=( 
Ar = unsubstituted or mono-, or di-sub^tuted phenyl 
wherein said substituents are selected fromythe group 
consisting of halogen, OCH3, SO2CH3, CF3, fflnino, alkyl, 
and 3,4-dichioro; benzothiophenyl; benzofuranj^naphthyl; 
diphenyl methyl; or 9-fluorene; 

Z is 

-P(0)(0Bn)2; -P(0)(0H)2; -(CH2)pC(0)NH0H; -(CH2)pC02H; -SP2CH3; -SO2NH2- 
CO(CH2)pCH(NH2)(C02H); -COCH(NH2)(CH2)pC02H; -CO2CH3; -CO! 
-(CH2)pO(CH2)pC02H; -(CH2)pO(CH2)pCONHOH; -(CH2)pNHS02CH3; - 
(CH2)pNHC(S)NHCH(C02H)(CH2)pC02H; -(CH2)pS03H; or 
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^wherein 
4^ 1-20 

R4 = -tJ or- Ac 
5 X3 = -CGbH; -NHSO2CH3; -NHP(0)(0Bn)2; 

-NHP(0)(0H)2; -0P(0)(0Bn)2; or 

in a pharmaceutrcally acceptable carrier. 

2. The pharmaceutical composition according to claim 1 w herein said compound is 

10 selected from the groiip consisting of: (4-[l-(3,4-Dichlorophenyl)acetyl-2R-(l-pyrrolidinyl)- 
methyl]piperazinyl)acetic acid; [ 1 -(3 ,4-Dichlorophenyl)acetyl-4-methanesulfonyl-2R-( 1 - 
pyrrolidinyl)methyl]pipera^ne; [4-S-Aspartic acid-a-amido-l-(3,4-dichlorophenyl)acetyl- 
2R-(l-pyrrolidinyl)methyl]piperazine; Methyl-[2R-(0-2-acetic acid)hydroxymethyl-4-(3,4- 
^ dichlorophenyl)acetyl-3R-(l -pwolidinyl)methyl]-l-piperazinecarboxylate; Methyl-[2R-(0- 

'"^ 15 S-aspartic acid-a-acetyl)hydroxymethyl-4-(3,4-dichlorophenyl)acetyl-3R-(l- 

iff pyrrolidinyl)methyl]-l-piperazinecar^iptylMe; Methyl-[4-(3,4-dichlorophenyl)acetyl-2R-(N- 

Ci /V k \ 

methanesulfonamido)aniinomethyl-pR-10-m^ 

y Methyl-{4-[3,4-dichlorophenyl]aceiyl-3EP[Dspyrrolidinyl]methyl-2R-[N-(succiin^ acid-2S- 

Q thioureido) }aniinomethyl-l-piperazinecarboXyi^te; Methyl-[2S-(0-2-acetic 

~; 20 acid)hydroxymethyl-4-(3,4-dichlorophenyl)aceWl-5R-(l-pyrrolidinyl)methyl]-l- 

M piperazinecarboxylate; Methyl-[2S-(0-S-aspartic\cid-a-acetyl)hydroxymethyl-4-(3,4- 

dichlorophenyl)acetyl-5R-(l-pyrrolidinyl)methyl]-l^iperazinecarboxylate; Methyl- [4-(3, 4- 

dichlorophenyl)acetyl-2S-(N-methanesulfonarnido)anrmiometh 

1 - piperazinecarboxylate; Methyl- {4-[3,4-dichlorophenylJ^etyl-5R-[l-pyrrolidinyl]methyl- 
25 2S-[N-(succinic acid-2S-thioureido)]aminomethyl-l-piperaztriecarboxylate; Methyl- [2R-(0- 

2- acetic acid)hydroxymethyl-4-(3,4-dichlorophenyl)acetyl-5R\l-pyrrolidinyl)methyl]-l- 
piperazinecarboxylate; Methyl- [2R-(0-S-aspartic acid-a-acetyl)liydroxymethyl-4-(3,4- 
dichlorophenyl)acetyl-5R-(l-pyrrolidinyl)methyl]-l-piperazinecarbaixylate; Methyl-[4-(3,4- 
dichlorophenyl)acetyl-2R-(N-methanesulfonarnido)aniinomethyl-5R-(t^pyrrolidinyl)^ 

30 1 -piperazinecarboxylate; and Methyl-{4-[3,4-dichlorophenyl]acetyl-5R-N- 
pyrrolidinyl]methyl-2R-[N-(succinic acid-2S-thioureido)]aminomethyl}-l-\ 
piperazinecarboxylate. \^ 

3. The pharmaceutical composition according to claim 1 wherein said Osompound is 
selected from the group consisting of: \ 
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SI 

rra 



m 



(/?K4-(Phenylmethyl)-l-[(3,4-dichlorophenyl)acetyl]-2-[(l-pyroIid^ 
hydrochloride; 

(/?)-l-[(3s4-Dichlorophenyl)acetyl]-2-[(l-pyrrolidinyl)methyl^ hydrochloride; 

(/?)-4-Methmesulfonyl-l-[(3,4-dichlorophenyl)acetyl]-2-[(l-pyrrolidinyl)^ 
5 hydrochloride^ 

(/?)-4-t-Butyl-ace}yl-l-[(3,4-dichlorophenyl)acetyl]-2-[(l-pyrrolidinyl)methyl]- piperazine; 

(/?)-4-(3,4-Dichlorop\enyl)acetyl]-3-[(l-pyrrolidinyl)methyl]-l-piperazineacetic acid 
dihydrochloride; 

(/?)-4-N-t-Boc-D-aspartic ^id-p-benzyl ester-1 -[(3,4-dichlorophenyl)acetyl]-2-[(l- 
10 pyrrolidinyl)methyl]-piperazme; 

(/?)-4-Aspartic acid-l-[(3,4-dichl<jrophenyl)acetyl}-2-[(l-pyrrolidinyl)methyl]-piperazine 
dihydrochioride; 

(/?)-4-Acetyl-l-[(3,4-dichlorophen^l)a^y^l]-2-[(l-pyn-olidinyl)rnethyl]-^^ 
hydrochloride; 

15 (/?)-4-(Diethoxyphosphonate)-l-[(3,4-dichl(^o^henyl)acetyl]-2-[(l^ 
piperazine hydrochloride; 

(7^)-4-Trifluoroacetyl-l-[(3,4-dichlorophenyl)ace^^l]-2-[(l-pyrrolidinyl)methyl]-piperazine 
hydrochloride; 

(/?)-4- [(3 ,4-Dichloropheny l)acetyl] -3- [( 1 -pyrrolidinyl)^thyl]- 1 -piperazinecarboxamide 
20 hydrochloride; 

(/?)-4- [(3 ,4-Dichloropheny l)acetyl] -3- [( 1 -pyrrolidinyl)methyVj - 1 -piperazinecarbox aldehyde 
hydrochloride; 

(/?)-4-[(3,4-Dichlorophenyl)acetyl]-3-[(l-pyrrolidinyl)niethyl]-l-p}perazine-sulfonanii 
hydrochloride; 

25 (/?)-4-(4-MethylphenyIsulfonyl)-l-[(3,4-dichlorophenyl)acetyl]-2-[(l-p^olidinyl)rnethyl] 
piperazine hydrochloride; 
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(/?^)-4-Methanesulfonyl- 1 - [(3 ,4-dichloropheny l)acetyl] -2- [( 1 -pyr^^ 
pipe^azine hydrochloride; 

(/?,5)-4^ethanesulfonyl-l-[(4-methylsulfonylphenyl)acetyl]-2-[(l-^^ 
methyl]pitoerazine hydrochloride; 

5 (/f,S)-4-MetlWnesulfonyl-l-[(2-nitrophenyl)acetyl]-2-[(l-pyrrolidinyl)-rnethyl]piperazi 
hydrochIoride;N 

(/?,5)-4-Methanes\dfonyl-l-[(4-trifluoromethylphenyl)acetyl]-2-[(l-pyrrolidinyl)-30 
methyl]piperazine hydrochloride; 

(/?,5)-4-Methanesulfonyi-l-[(3-indolylacetyl]-2-[(l-pyrroHdinyl)-niethyl]piperazm^ 
10 hydrochloride; 

(/?,5)-Methyl 4-[(4-methylsiMfonylphenyl)acetyl]-3-[(l-pyrrolidiTiyl)-niethyl]-l- 
piperazinecarboxylate hydrocnloride; 

(/?,5)-Methyl 4-[(4-trifluoromethwphenyl)acetyl]-3-[(l -pyrrolidinyl)-methyl]-l- 
piperazinecarboxylate hydrochloric 

(/?,5)-Methyl 4-[(3-indolyl)acetyl]-^-[f^-]^n-olidinyl)-rnethyl]-l-piperazine-carboxylate 
□ hydrochloride; 

^ (/?,5)-Methyl 4-[(2-nitrophenyl)acetyl]-3-[(lSrpyrrolidinyl)-methyl]-l-piperazine-carboxylate 

a 

hydrochloride; 

(/?,5)-Methyl 4-[(2-methoxyphenyl)acetyl]-3-[(l ^yrrolidinyl)-methyl]-l-piperazine- 
20 carboxylate hydrochloride; 

(/?,5)-Methyl 4-[(2-aminophenyl)acetyl]-3-[(l-pyrroli^nyl)-methyl]-l-piperazine- 
carboxylate dihydrochloride; 

(/?,5)-4-AcetyI-l-[(4-nriethylsulfonylphenyl)acetyl]-3-[(l-p^olidinyl)-methyl]-piperazin^ 
hydrochloride; 

25 (/?,5)-4-Acetyl-l-(4-trifluoromethylphenyl)acetyl]-3-[(l-pyrroli^nyl)-rnethyl] 
piperazinecarboxylate hydrochloride; 

(/f,5)-4-Acetyl-l-[(2-trifluoromethylphenyl)acetyl]-3-[(l-pyrrolidinyl\rnethyl] 
piperazinecarboxylate hydrochloride; 



Ci 15 
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;,5)-4-Acetyl-l-[(3-nitrophenyl)acetyl]-3-[(l-pyrrolidinyl)-methyl]piperazine-carboxylat^ 
hyorochloride; 

(/?,5)-VAcetyl-l-[(2-nitrophenyl)acetyl]-3-[(l-pyrrolidinyl)-methy^ 
hydrochloride; 

(7?,5)-4-AceWl-l-[(4-nitrophenyl)acetyl]-3-[(l -pyiTolidinyl)-methyl]piperazine; carboxylate 
hydrochlorideiand 

(7?,5)-4-(Phenyln^thyl)-l-[(4,5,-dichloro-2-nitrophenyl)acetyl]-2-[(l- 



X4- 




Ar 



m 




R2 s 

pyrroHdinyl)methyI]piperazine dilWdrDoinoride. 

4. A method for the prevemtiOT/Vor treatment of pruritus in a patient comprising 
administering to said patient an effefcriv6. amount of a composition according to c laim L 

5. A method for the prevention o\ treatment of pruritus in a patient comprising 
administering to said patient an effective amVunt of a composition according to c laim 2. 

6. A method for the prevention or treatment of pruritus in a patient comprising 
administering to said patient an effective amount^f a composition according to c laim 3 . 

7. A pharmaceutical composition for the prev^tion or treatment of pruritus comprising 
a compound of formula n or a pharmaceutically acceptable salt thereof 
wherein 

n = 1-3; 

Ri and R2 are independently = CH3 ;-(CH2)m\where m = 
4-8, -CH2CH(OH)(CH2)2S -CH2CH(F)(CH2)2-^ 
-(CH2)20(CH2)2-; or -(CH2)2CH=CHCH2-; 
Ar = unsubstituted or mono-, or di-substitutM phenyl w^herein said 
substituents are selected from the group consisting of halogen, OCH3, 
SO2CH3, CF3, amino, alkyl, and 3,4-dichloro; benzothio^henyl; benzofuranyl; 
naphthyl; diphenyl methyl; or 9-fluorene; 
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X4\nd X5 are independently 

-0P(0)(0Bn)2 -OP(0)(OH),; -CO2H; -SO3H; -0(CH2)„C02H; 
^NHS02CH3;-CONH(CH2)sC02H; or -S02NH(CH2)sC02H; wherein 

S:!^ 1-5 

or K!^ and X5 are independently 




CO2M 



; or 




NHBs 



or 



-SO: 



4^ 



wherein 
t = 1-20 
R5=-H or- Ac 

X6 = -CO2H; -NHSO2CH3; -NHP(O0(OBn)2; -NHP(0)(OH)2;-OP(0)(OBn)2;or 
-0P(0)(0H)2 

in a pharmaceutically acceptable ck 

8. The pharmaceutical conipomiph ^(3cording to claim 7 wherein said compound is 
selected from the group consisting of: (±)-2\374-dichlorophenyl)-N-methyl-N-l-[l,2,3,4- 
tetrahydro-5-(0-2-acetic acid)-hydroxy-2-(l-pVrrolidinyl)naphthyl]acetamide; (±)-2-(3,4- 
dichlorophenyl)-N-methyl-N-l-[l ,2,3,4-tetrahyaro-7-(0-2-acetic acid)-hydroxy-2-(l- 
pyrrolidinyl)naphthyl]acetamide; (±)-2-(3,4-dichl^ophenyl)-N-methyl-N-l[l,2,3,4- 
tetrahydro-7-(N-methanesulfonaniido)-ariuno-2-(l-pVrrolidinyl)naphthyl]acetarrLide; (±)-2- 
(3,4-dichlorophenyl)-N-methyl-N-l-[l,23,4-tetrahydrV5-(N-methanesulfonaniido)-aniino-2- 
(l-pyrrolidinyl)naphthyl]acetamide; (±)-2-(3,4-dichlorophenyl)-N-methyl-N-l-[l,2,3,4- 
tetrahydro-5-(N-2-acetic acid)-carboxarrddo-2-(l-pyrrolidiVyl)naphthyl]acetarnide; (±)-2- 
(3,4-dichlorophenyl)-N-methyl-N-l-[l,2,3,4-tetrahydro-5-(N\2-acetic acid)-sulfonamido-2- 
(l-pyrrolidinyl)naphthyl]acetamide; (±)-2-(3,4-dichlorophenyl)AN-methyl-N-141, 2,3,4- 
tetrahydro-7-(N-2-acetic acid)-carboxaniido-2-(l-pyrrolidinyl)namithyl]acetainide; and (±)-2- 
(3,4-dichlorophenyl)-isr-methyl-N-l-[l,2,3,4-tetrahydro-7-(N-2-ace\[c acid)-sulfonamido-2- 
(l-pyrrolidinyl)naphthyl]acetamide, 

9, The pharmaceutical composition according to claim 7 wher^n said compound is 
selected from the group consisting of: 
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2-(7-[(±)-trans-l-(N-3,4-dichlorophenylacetamido-N-methylaiTuno)-2-(l-pyrroH 
V2,3,4-tetrahydronaphthoxy] } acetic acid; 

2,2^iphenyl-N-methyl-N-[(±)-trans-2-(l-pyrrolidinyl)-7-methoxy-l,23,^^^ 
l-yl]a^tamide; 

2,2-Diphenyl-N-methyl-N-[(±)-trans-2-(l-pyrrolidinyl)-7-hydroxy-l,23,4-tetr^^ 

1- yl]acetaTmde; 

2- (2-Nitro-4,5-aichlorophenyl)^ 
tetrahydronaphth-VylJacetamide; 

2-(3,4-Dichlorophenw-N-methyl-N-[(±)-trans-2-(l-pyrrolidinyl)-7-nitr^ 
tetrahydronaphth- 1 -yl]a^tamide; 

2-(3,4-Dichlorophenyl)-N-\ethyl-N-[(±)-trans-2-(l-pyiTolidinyl)-7-am 
tetrahydronaphth- 1 -yl]acetaimde; 



2-(4-Methylsulfonylphenyl)-N-nie;JJ; 
tetrahydronaphth-l-yl]acetamide/ 



(-[(±)-trans-2-(l-pyrrohdinyl)-7-nitro-l,2,3,4- 



2-(3,4-Dichlorophenyl)-N-methyU-N-;<[:^^ 

butoxycarbonylmethyl)-amino]-l ,2,3,4-te«^ydronaphth-l-yl]acetamide; 

2-(3,4-Dichlorophenyl)-N-methyl-N-([±]-trai^-2-[l-pyrrolidinyl]-7-[N,N-^^ 
(carboxymethyl)amino]-l ,2,3,4-tetrahydronaphth-l-yl]acetamide; 

2-(3,4-Dichlorophenyl)-N-methyl-N-([±]-trans-2-[l\pyrrolidinyl]-7-[N,N-bis- 
(ethoxycarbonylrnethyl)-aniino]-l,23,4-tetrahydronarath-l-yl]acetamide; 

2-(3,4-Dichlorophenyl)-N-methyl-N-[(±)-trans-2-(l-pyrrdlidinyl)-7-(N- 
diethylphosphoramidato-aniino)-l,2,3,4-tetrahydronaphth-l\l]acetarmde; 

2-(3,4-Dichlorophenyl)-N-methyl-N-([±]-trans-2-[l-pyrrolidinyU-7-^^ 
(diethylphosphoryl)ethyl-amino]-l,2,3,4-tetrahydronaphth-l-yl]ac^ariiide; 

2-(3,4-Dichlorophenyl)-N-methyl-N-[(±)-trans-2-(l-pyrrohdinyl)-6-nT^thoxy-7-(N-benzyl-N- 
methylaminosulfonyl)-l,2,3,4-tetrahydronaphth-l-yl]acetamide; 

2-(3,4-Dichlorophenyl)-N-methyl-N-[(±)-trans-2-(l-pyrrolidinyl)-7-(N-ben^l-N- 
methylaminosulfonyl)-! ,2,3,4-tetrahydronaphth-l-yl]acetamide; 
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-(2-Nitro-4,5-dichlorophenyl)-N-methyl-N-[(±)-trans-2-(l-pyrrolidinyl)-indan-l- 
yljacetamide; 

2-(2-Nitro-4-trifluoromethylphenyl)-N-methyl-N-[(±)-trans-2-(l-pyrroH 
yljacetamide; 

2,2-Diphen\l-N-methyl-N-[(±)-trans-2-(l-pyrrolidinyl)-indan-l-yl]acetam and 
2-(4-Methylsul^onylphenyl)-N-methyl-N-[(±)-trans-2-(l -pyrrolidinyl)-indan-l-yl]acetainide. 

10. A method'yfor the prevention or treatment of pruritus in a patient comprising 
administering to saioypatient an effective amount of a composition according to claim 7. 

11. A method foAthe prevention or treatment of pruritus in a patient comprising 
administering to said patifent an effective amount of a composition according to claim 8. 

12. A method for theXprevention or treatment of pruritus in a patient comprising 
administering to said patient a*j effective amount of a composition according to claim 9. 

13. A pharmaceutical comp6sition for the prevention or treatment of pruritus comprising 



a compound of the formula III or ; 



laceutically acceptable salt thereof 



wherein 



Xjis 




n = 1-3; 

Ri and R2 are independently = CH3 ;-(CJJ2)m, where m = 4-8, 
-CH2CH(OH)(CH2)2-; -CH2CH(F)(CH2)2-\CH2)20(CH2)2S or 
-(CH2)2CH=CHCH2-; 
Ar = unsubstituted or mono-, or di-substituted Js^henyl wherein said substituted 
are selected from the group consisting of halogen, OCH3, SO2CH3, CF3, 
amino,alkyl, and 3,4-dichloro; benzothiophenyl;\benzofuranyl; naphthyl; 
diphenyl methyl; or 9-fluorene; 



-NHSO2CH3; -NHP(0)(0Bn)2; -NHP(0)(0H)2; -(CH2)uNHS02CH3; 
-(CH2)uNHC(S)NHCH(C02H)(CH2)u CO2H; -CONHOH; or -(CH2)uCOr 



)H; 
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wherein 
u= 1-5; or 
is 




NHRe 



Re = -H or -Ac; 

Xg = -CO2H; -NHSO^Ha -NHP(0)(0Bn)2; 
-NHP(0)(0H)2; OP(OXQBn)2 or 
-0P(0)(0H)2; 



-a 



Rr 



R7 = -NH(CH2)vC02H; - 
NH(CH2)vCH(NH2)(C02H) ; 
-NHCH(C02H)(CH2)vNH2;NH(CH: 
-NH(CH2)vP03H2; - 
NH(CH2)vNHC(NH)NH2; or 
-NHCH(C02H)(CH2)vC02H; and 
V = 1-20; 



>03l 



in a pharmaceutically acceptable carrier. 

14. The pharmaceutical composition according to 6^aim 13 wherein said compound is 
selected from the group consisting of: 

2-(3,4-dichlorophenyl)-N-methyl-N-(l-[3-(N-2-acetic acid)cal<boxamido]phenyl-2-(l- 
pyrrolidinyl)ethyl)acetamide; 2-(3,4-dichlorophenyl)-N-methyl-iV-l-[3-(N- 
methanesulfonamido)aminomethyl]phenyl-2-(l-pyrrolidinyl)ethyl)acetamide; 2-(3,4- 
dichlorophenyl)-N-methyl-N-(l-[3-(N-succinic acid-2S-thioureido)aminomethyl]phenyl-2- 
(l-pyrrolidinyl)ethyl)acetamide; and 2-(3,4-dichlorophenyl)-N-methyl-N^(l-[3-(N-2-acetic 
acid)sulfonamido]phenyl-2-(l-pyrrolidinyl)ethyl)acetamide. 

15. The pharmaceutical composition according to clahTj 13 wherein saM compound is 
selected from the group consisting of: 
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2jG,4-Dichlorophenyl)-N-methyl-N-{[lS]-l-[N-(S-aspartic acid-a-amide-S-aspartic acid-a- 
amiaD)-3-aminophenyl]-2-[l-pyrrolidinyl]ethyl}acetarnide; 

2-(3,4-I5dchlorophenyl)-N-methyl-N-{[lS]-l-[N-(bis-methylsulfonamido)^^ 
[ 1 -pyrrol i ai n y 1 ] eth y 1 } ace t ami de ; 

2-(2-Nitrophetayl)-N-methyl-N-[(lS)-l-(3-nitrophenyl)-2-(l-pyn*ol^ 
2-(2- Arrdnophen w-N-nriethyl-N- [( 1 S)- 1 -(3-arrdn 

2-(N-Diethyl phospntoraniidate-2-arninophenyl)-N-rnethyl-N-[( 1 S)- 1 -(N-di ethyl 
phosphoraniidate-3-aniS^ophenyl)-2-(l-pyn'olidinyl)ethyl]acetaniide; 

2-(N-Bis-sulfona]Tddo-2-aminophenyl)-N-niethyl-N-[^ 
aminophenyl)-2-(l-pyrrolidiiWl) ethyl]acetamide; 

2-(2-Nitro-4,5-dichlorophenyl)-P^methyl-N-[(lS)-l-(3-nitro^^^ 
ethyl] acetamide; \ ^ 

2-(4-Methylsulfonylphenyl)-N-meth4w-[(A^ 
pyrrolidinyl)ethyl]acetamide; V y( \ 

2-(N-Butyloxycarbonyl-4-aminophenyl)-N-r^ethyh^-[(lS)-l-(3-ni 
pyrrolidinyl)ethyl]acetarriide; \. 

2-(4-Arriinophenyl)-N-methyl-N-[(lS)-l-(3-nitrophenyl)-2-(l-pyn'olidinyl)ethyl]^^ 

2-(N-Bis-sulfonaniido-4-arninophenyl)-N-methyl-N-[)siS)-l-(3-nitrophenyl)-2-(l- 
pyrrolidinyl)ethyl]acetaniide; \ 

2-(N-Bis-sulfonamido-4-aminophenyl)-N-methyl-N-[(l S)-rS(3-aminophenyl)-2-(l- 
pyrrolidinyl)ethyl]acetamide; \ 

2-(N-Bis-sulfonamido-4-aminophenyl)-N-methyl-N-[(lS)- l-(N-cKethyl phosphoramidate-3- 
aminophenyl)-2-(l-pyrrolidinyl)ethyl]acetamide; \ 

2-(2-Nitrophenyl)-N-methyI-N-{[lS]-l-phenyl-2-[l-(3S)-(3-hydroxyp^^ 
acetamide; \ 

2-(2-Nitro-4,5-dichlorophenyl)-N-methyl-N- { [lS]-l-phenyl-2-[l-(3SH3- \ 
hydroxypyrrolidinyl)]ethyl } acetamide; \ 
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10 



.01 
y i 



(2-(4-Methylsulfonylphenyl)-N-methyl-N-{[lS]-l-phenyl-2-[l-(3S)-(3- 
hVlroxypyiTolidinyl)]ethyl}acetamide; 

2-(2-^itro-4-trifluoromethylphenyl)-N-methyl-N-{[l^ 
hydrox5pyrrolidinyl)]ethyl}acetamide; 

2-(2-AminV4-trifluoromethylphenyl)-N-methyl-N-{[lS]-l-^^ 
hydroxypyrrakidinyl)]ethyl } acetamide; 

2,2-Diphenyl-N-^ethyl-N-[(lS)-l-phenyl-2-(l-pyrrolidinyl)ethyl]acetamide; 

N',N'-Diphenyl-N-methyl-N-[(l S)-l-phenyl-2-(l-pyrTolidinyl)ethyI] urea; 

2-(2-Nitrophenyl)-N-methyl-N-[(lS)-l-phenyl-2-(l-pyrrolidinyl)ethyl]acetam 

2-(2-Nitro- 4,5-dichloropheVl)-N-methyl-N-[(lS)-l-phenyl-2-(l- 
pyiTolidinyl)ethyl] acetamide; 

2-(4-Methylsulfonylphenyl)-N-me1^iyl-N-[(lS)-l-phenyl-2-(l -pyrrolidinyl)ethyl]acetamide; 

2-(2-Methoxyphenyl)-N-methyl-N-[(rS)-l-phenyl-2-(l-pyrrolidinyl)ethyl]acetarm 

2-(3-Indolyl)-N-methyl-N-[(lS)- l-phe/y^^2-(l-pyrrolidinyl)ethyl] acetamide; 



p- 15 2-(a,a,a-Trifluoro-p-tolyl)-N-methyl-IY-[(] 



-phenyI-2-(l-pyrrolidinyl)ethyl]acetamide; 



2-(2-Nitro-a,a,a-Trifluoro-4-tolyl)-N-methyl-N-t(i^ 
pyrrolidinyl)ethyl] acetamide; 

2-( 1 -[4-Chlorobenzoyl)-5-methoxy-2-methyl indole)-NN[( 1 S)- 1 -phenyl -2-( 1 - 
pyrrolidinyl)ethyl] acetamide; 

20 2-(4-Nitrophenyl)-N-methyl-N-[(lS)-l-phenyl-2-(l -pyiTolidhayl)ethyl]acetamide; 

2-(3-Nitrophenyl)-N-methyl-N-[(lS)-l-phenyl-2-(l-pyrrolidinylWhyl]acetamide; 

2-(2-Pyridyl)-N-methyl-N-[(lS)-l-phenyl-2-(l-pyrToIidinyl)ethyl]ac^amide 

2-(3-Pyridyl)-N-methyl-N-[(lS)-l-phenyl-2-(l-pyrrolidinyl)ethyl]acetart^de; 

2-((+)-6-Methoxy-a-methyl-2-napthaIene)-N- [( 1 S)- 1 -phenyl-2-( 1 - 
25 pyrTolidinyl)ethyl]acetamide; 

2-(a,a a-Trifluoro-3-tolyl)-N-methyl-N-[(lS)-l-phenyl-2-(l-pyrrolidinyl)ethyl]ac'^amide; 
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(4-Pyridyl)-N-methyl-N-[(lS)-l-phenyl-2-(l-pyrrolidinyl)ethyl]acetamid^ 

2-(aA^a-Trifluoro-2-tolyl)-N-methyl-N-[(lS)-l-phenyl-2-(l-pyrrolidinyl)eth^^ 

2-((S)-(+Wlsobutyl-x-methylphenyl)-N-methyl-N-[(lS)-l-phenyl^^^ 
pyrrolidinyl)ekthyl]acetamide; 

5 2-(3,4,5-Trimethoxyphenyl)-N-methyl-N-[(lS)-l-phenyl-2-(l-pyrrol^ 

2-(2-Airdnophenyl)-Iwnethyl-N-[(lS)-l-phenyl-2-(l-pyrrolidinyl)ethyl] 

2-(2-N,N-DimethylsulfonWido-2-aminophenyl)-N-methyl-N- [( 1 S)- 1 -phenyl-2-( 1 - 
pyrrolidinyl)ethyl]acetamideps 

2-(N-Methylsulfonamido-2-amin>>phenyl)-N-methyl-N-[(lS)-l-phenyl-2-(l- 
Q 10 pyrrolidinyl)ethyl]acetamide; 



m 



2-(2 -Amino 4,5-dichlorophenyl)-N-metli^J4!ri;t\S)-l-ph 
pyrrolidinyl)ethyl]acetamide; 

2-(N,N-Dimethylsulfonaniido-2-amino^,5yiichlJ^ophenyl)-N-methyl-N-[(l^ 
(l-pyrrolidinyl)ethyl]acetamide; 



15 2-(2-Amino,x,x,x-Trifluoro-4-tolyl)-N-methyl-N-[(lS)-Vphenyl^ 
W} pyiTolidinyl)ethyl]acetamide; 

f*~ r 

^= 

^ 2-(2-N,N-Dimethylsulfonarnido-2-amino-a,a,a-trifluoro-4-tol^-N-meth 
phenyl-2-(l-pyrrolidinyl)ethyl]acetamide; 

2-(N-Methylsulfonarnido-2-amino-a,a,a-trifluoro-4-tolyl)-N-methyl-I^^ 1 S)- 1 -phenyl-2-( 1 - 
20 pyrrolidinyl)ethyl]acetamide; 

2-(2-Aininophenyl)-N-methyl-N-[(lS)-l-phenyl-2-(l-pyrrolidinyl)ethyl]acetai^de; 

2-(4-Aminophenyl)-N-methyl-N-[(lS)- l-phenyl-2-(l-pyrrolidinyl)ethyl]acetamidep 

2-(N,N-Dimethylsulfonamido-2-aminophenyl)-N-methyl-N-[(lS)-l-phenyl-2-(l- 
pyrrolidinyl)ethyl]acetamide; 

25 2-(N,N-Dimethylsulfonamido-2-arninophenyl)-N-methyl-N-[(lS)-l-phenyl-2-(l- 
pyrrolidinyl)ethyl]acetamide; 
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2-(2vHydroxyphenyl)-N-methyl-N-methyl-N-[(lS)-l-phenyl-2-(l- 
pyrrolidih^l)ethyl]acetamide; and 

N-Methyl-N-[(l^-l-phenyl-2-((3S)-3-hydroxypyrrolidine-l-yl)ethyl]-3,^ 
trimethoxyphenylac^^rnide. 

16. A method for theNpi;^eTvEi5)n or treatment of pruritus in a patient comprising 
administering to said patient in efi^i^tive amount of a composition according to cl aim 13 . 

17. A method for the ikei^nti^ or treatment of pruritus in a patient comprising 
administering to said patient an effective ai^uht of a composition according to claim 14. 

18. A method for the prevention or tre^ment of pruritus in a patient comprising 
administering to said patient an effective amount oOK^mposition according to clmmlS 

19. A pharmaceutical composition for the prevention or treatment of pruritus comprising 
a compound of the formula IV or a pharmaceutically acceptable salt thereof 




(IV) 



wherein 
n= 1-3; 

Ri and R2 are independently = CH3 ;-(CHV) m, where m = 
4-8, -CH2CH(OH)(CH2)2-; -CH2CH(F)(CH^)2-; 
-(CH2)20(CH2)2-; or -(CH2)2CH=CHCH2-; 
R3 and R4 are independently H; OCH3 alkyl; oKc-0(CH2)2 
X9 = 1-4 substituents selected from the groups consisting of 
-halogen; -CF3; -OCH3; -S02NH(CH2)qC02H; CONH(CH2)qC02H; 
-NH2; -NHSO2CH3; - NHP(0)(0Bn)2; -NHP(0)(0m2; NH(CH2)qC02H; -SO2CH3 
-0P(0)(0Bn)2; -0P(0)(0H)2; -CO2H; 0(CH2)qC02l\-0(CH2)qS03H,; 
-0(CH2)qOP03H2; wherein 
q= 1-20; 
or X9 is 
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;or 



-NHP(0)(0m2; -0P(0)(0Bn)2; or 



-0P(0)(0H)2 \ 
in a pharmaceutically acceptable vehicle. 

20. The pharmaceutical composition according to claim 19 wherein said compound is 
selected from the group consisting of: 

0- (5aJa,8p)-N-methyl-N^[7Kl-pyrroHdinyl)-l-oxaspiro-[4,5]dec-8-yl]-3-^^ 
methanesulfonamido)aminoDhenylacetamide; (-)-(5a,7a,8(3)-N-methyl-N-[7-(l-pyrrolidinyl)- 

1- oxaspiro-[4,5]dec-8-yl]-3-(M-2-acetic acid)sulfonamidophenylacetamide; and (-)- 
(5aJa,83)-N-methyl-N-[7-(l-oyrrolidinyl)-l-oxaspiro-[4,5]dec-8-yn 
acid)carboxaniidophenylacetamJde. 

21. The pharmaceutical composition according to claim 19 wherein said compound is 
selected from the group consistingV)f: 

(±)-?ran^-2-Nitro-N-methyl-N-[2-(lVpyrrolidinyl)cyclohexyl]phenylacetaniide 
Hydrochloride; \ 

(±)-/rart5-2- Amino-N-methyl-N- [2-( 1 V)yrrolidinyl)cyclohexyl]phenyl acetamide 
Hydrochloride; \ 

(±)-/ran5:-2-Nitro-4,5-dichloro-N-methyf^N-[2-(l-pyrrolidinyl)cyclohexyl]-phenylacetaniid 
Hydrochloride; \ 

(±)-rran5-2-Aniino-4,5-dichloro-N-methylAN-[2-(l-pyrrolidinyl)cyclohexyl]-phenyla^ 
Hydrochloride; \ 

(±)-rran5-2-Methanesulfonarnido-N-methyl-lY[2-(l-pyrrolidinyl)cyclohexyl]- 
phenylacetamide Hydrochloride; \ 
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N-[2-(±)Yran5-N-Methyl-N-[2-(l-pyrrolidinyl)cyclohexyl]-phenyla 
Hydrochloride; 

(±)-rran5-4-Yrifluorornethyl-N-niethyl-N-[2-(l-pyn-olidinyl)cycloh 
Hydrochloric 

(±)-rran5-2-Ni^ro-4-trifluoromethyl-N-methyI-N-[2-(l -pyrrolidinyl)cyclohexyl]- 
phenylacetamide Hydrochloride; 

(±)-trans-2-Amin\)-4-trifluoromethyl-N-methyl-N-[2-(l -pyrrolidinyl)cyclohexyl]- 
phenylacetamide H^^drochloride; 

(±)-trans-2-Bismethanesulfonarnido-4-trifluoromethyl-N-rnethyl-N-[2-(l- 
pyrrolidinyl)cyclohex»^^l]-phenylacetamide Hydrochloride; 
(±)-trans-2-Methanesulfonamido-4-trifluoroniethyl-N-rnethyl-N-[2-(l- 
pyrrolidinyl)cyclohexyl]rphenylacetamide Hydrochloride; 
N-[2-(±)-trans-4-Trifluoromethyl-N-methyl-N-[2-(l-pyrrolidinyl)cyclohexyl]- 
phenylacetamido]glycine MydrocbJoride; 

(±)-trans-3-Trifluorornethyif-N-p5myl-N-[2-(l-pyrrolidinyl)cycloh 
Hydrochloride; 

(±)-?ran5-5-Nitro-3-trifluoroAeAiyl-N-methyl-N-[2-(l-pyrrolidinyl)cyclohexyl]- 
phenylacetamide Hydrochloride; 

(±)-rran5-2-Nitro-3-trifluoromQthyl-N-methyl-N-[2-(l -pyrrolidinyl)cyclohexyl]- 
phenylacetamide Hydrochlorides 

(±)-/ran5-2-Trifluoromethyl-N-n\ethyl-N-[2-(l-pyrrolidinyl)cyclohexyl]-phenylacetamide 
Hydrochloride; 

(±)-fran^-4-Nitro-2-trifluorometh>^-N-rnethyl-N-[2-(l-pyrrolidinyl)cyclohexyl]- 
phenylacetamide Hydrochloride; 

(±)-fran5-4-Amino-2-trifluoromethy^-N-rnethyl-N-[2-(l-pyrrolidinyl)cyclohexyl]- 
phenylacetamide Hydrochloride; 

(±)-/ran5-N-Methyl-N-[2-(l-pyrrolidit\yl)cyclohexyl]2,2-diphenylacetamide Hydrochloride; 
and 

(±)-fran^-4-Methylsulfonyl-N-niethyl-N\[2-(l-pyrrolidinyl)cyclohexyl]phenylacetaniide 
Hydrochloride. 

22. A method for the prevention ot treatment of pruritus in a patient comprising 
administering to said patient an effective amount of a composition according to claim 19. 

23. A method for the prevention orUreatment of pruritus in a patient comprising 
administering to said patient an effective amount of a composition according to clainau20. 
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24. A method for the\ prevention or treatment of pruritus in a patient comprising 
administering to said patient \n effective amount of a composition according to claim 21. 




01 
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